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HepatitisCVirus(HCV)NS5B,acentralcatalyticenzymefOrHCVreplication
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Institute,KanaZawaUniversity)
ChronicinfectionwithHCVresultsinlivercirrhosisandoftenhepatocellularcarcinoma
(HCC).IncidenceofHCV-associatedHCCisstillincreasingamongtheworld.Wehave
concentratedtounderstandstrucmreandfilnctionofNSSB,thecentIalenzymefbrHCV
replication,inhopetoinventbetterdesignsfbranti-HCVdrugs.
WeestablishedtllebacterialexpI℃ssionandpurificationmethodofNSSBdeletingtheC-
tenninalmembrane-Iecmitmentdomain(YamashitaTetal.JBiolChem,1998),thenatwo-
stepanalysismethodwithalanine-scanninglibmliesofNSSBwasintroducetoseaI℃h
essentialresiduesfbrRNA-dependentRNApolymerase(RdRP)acitivity(QinWetal.
Hepatol,2001,JBiolChem,2001),subcellularlocalizationsignalsofNSSB(HilanoMetal.
JBiolChem,2003),andinteractionbetweenNSSAandNSSB(ShirotaYetal.JBiolChem,
2002).WerecentlystartedtoevaluatewhetherthefindingstomodulateRdRPactivityof
NSSBinvitroarealsocriticalfOrHCVIcplicationinvivobyintIoducingHCVRNAreplicon
(ShimakamiTetal.JVirol,inpress;MaYetal,inprepalation).
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